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LANGUAGE : English 

SUMMARY LANGUAGE: English 

AB Mirtazapine is a tetracyclic antidepressant with a novel mechanism of 

action; it increases noradrenergic and serotonergic neurotransmission via 

blockade of central . alpha . 2-adrenergic auto- 

and neuroreceptors. The increased release of serotonin 

( 5-hydroxy t ryptamine ; 5-HT) stimulates serotonin 5-HT1 receptors because 
mirtazapine directly blocks 5-HT2 and 

5-HT3 receptors. The enhancement of both noradrenergic- 

and. 5-HT1 receptor-mediated neurotransmission is thought to be responsible 
for the antidepressant activity of mirtazapine. In short term (5 to 6 
weeks) clinical trials in patients with depression, mirtazapine produces 
clinical improvements significantly superior to those of placebo, similar 
to those of tricyclic antidepressants (TCAs) [ ami t riptyline, clomipramine 
and doxepin] and possibly superior to those of trazodone. Short term 
clinical tolerability data suggest that mirtazapine produces fewer 
anticholinergic-, adrenergic- and serotonergic-related adverse events than 
TCAs. In rare cases, mirtazapine, in common with many antidepressants, was 
associated with potentially serious changes in haematological parameters 
(e.g. agranulocytosis and neutropenia). The drug appears to be safe in 
overdose and possesses a very low propensity for inducing seizures. 
Comparisons with other classes of antidepressants are needed to determine 
the relative position of mirtazapine in clinical practice. However, 
preliminary data indicate that mirtazapine, with its novel mechanism of 

action, is a promising addition to currently available options for the 
treatment of depression. ' ' 
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* L-DOPA following repeated administration in the 
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C0R?0^E : S0URrR. T^l' frian; Grossman, Alan R. ; Brotchie, Jonathan M 
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Neuroscience, School of Biological Sciences, 
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^u^- Experimental Neurology (1998), 151(2) 334-342 
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PUBLISHER: Academic Press 

DOCUMENT TYPE: Journal 
LANGUAGE : English 

AB Long-term treatment of Parkinson's disease with 

. dopamxne-replacing agents such as L-3, 4-dihydroxy-phenylalanine (L-DOPA) 
i S noPA Pr T Se ^ 5 Y ? anY side - e «ects, most notably^ Involuntary movement^ 
elicit 1 " rotf t ^^ neSia - ACUte with dopamine^replacing Srugs 

rat model response in the 6-hydroxydopamine ( 6-OHDA) -lesioned 

rat model of Parkinson's disease. This rotation is 
contraversive to the lesion and is considered to represent an 
antiparkinsonian effect. More recently, it has become clear that the 

. rotational response shows plasticity and that repeated L-DOPA or 

• apomorphine therapy is. accompanied by a marked enhancement in this . 

• 2S!£?^'*i ■ StUdy ' the authors demonstrate that the enhanced 

™™ T T nSS u Q re P eated famine-replacement therapy seen in the 
t 2™* e 5 10ned pat ha = Pharmacol, characteristics similar to 
L-DOPA-induced dyskinesia seen in MPTP-lesioned -primates and man. Thus 
the magnitude and rate of development of the enhanced response to L-DOPA. 
r "."lated to both the no. of doses, and the size of the dose of 
' druas t h^ niStered> , 10 Contrast < de novo administration of dopaminergic 
b™ th3 5. are aS f° Cd - With ^ lower, incidence of dyskinesia,, e.g., 9 
rlsnon^ 1 ?? - llSUride ' does not ^ad to an enhanced behavioral 
■ *nr?S?^» i — ^ re ? eated treatment. However, following a single 

priming • administration of apomorphine, the rotational response elicited 
by subsequent bromocriptine administrations is enhanced with repeated 
- t nopzT^- 0nce esta blished, the enhanced behavioral response to repeated 
L-DOPA-admimstration (6.5 mg/kg, twice daily) can, like L-DOPA^nduced 
dyskinesia in man and MPTP-treated monkeys, be selectively reduceHy 
coadministration of L-DOPA with the alpha2-adrenergic receptor 
antagonist yohimbine (10 mg/kg, -95%), the 5-HT 



*- if • (2 mq/kg, -90%), or the a-adrenergic 

^^pto^^tTopranoL^Wo „/■■,. -35., . While these rats do not 
exhibit symptoms of dyskinesia per se, this rode „t mode 1 do.. £j£t 

^. ■ _ rQ *-u~ underlvinq mechanism or wnicn is ij.js.cxy uw ^ ^ , . 

that underling £-DOPA-induced dyskinesia and may prove useful in studying 
' tne mo? and cellular mechanisms of L-DOPA-induced dyskinesia m 
Parkinson's disease.- (c) 1998 Academic Press. 

CC 1-11 (Pharmacology) ^Hn^i a • 
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^(characce^Sion of enhanced behavioral responses to L-DOPA and other 
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" ^(drug; characterization of enhanced behavioral responses to L- DOPA and 
other' dopaminergic dtugs following repeated administration in 
hydroxydopamine-lesioned rat model of Parkinson a disease in 
relation to induction of dyskinesia) 

" ^'Tdvsk^esta; characterization of enhanced behavioral responses to. 

HoPA and other dopaminergic drugs following repeated administration 
in hydroxydopamine-lesioned rat model of Parkinson's disease 
in relation to induction of dyskinesia) 

IT Behavior charact erization of enhanced behavioral responses to 

^ DOPA "nd other dopaminergic drugs following ^P-^ed administration 
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in hydroxydopamine-lesioned rat model of Parkinson s disease 
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COD EN : EJPHAZ; ISSN: 0014-2999 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB In urethane anesthetized rats, myoclonic twitches of the 

anterior digastricus muscle were evoked by L-5-hydroxytryptophan (L-5-HTP 
50-100 mg/kg i.v.), the serotonin (5-HT) receptor agonist, quipazine (1-8 
mg/kg i.v.) and the 5-HT releaser, fenfluramine (4-8 mg/kg i.v.). The 
effect of L-5-HTP or quipazine on the frequency of twitches was 
inhibited by the 5^HT receptor 

antagonist cyproheptadine. Also L-DOPA (100 mg/kg i.p.) or the 
.alpha . 1-adrenoceptor agonist, cirazoline (0.3-3 mg/kg i.v.) evoked 
twitches of the muscle which were inhibited by the . alpha ."1-adrenoceptor 
antagonist, prazosin. In decerebrate, artificially respired rats, neithe 
L-5-HTP nor L-DOPA evoked the twitches. The frequency of twitches evoked 
by fenfluramine but not by L-DOPA was increased by. the 
. alpha . 2-adrenoceptor agonist, clonidine (0.2 and 0.4 mg/kg i.v.); 
clonidine's effect was abolished by the .alpha. 2 
-adrenoceptor antagonist, yohimbine. The . beta . 2-adrenoceptor 
agonist, salbutamol (0.01-1 mg/kg i.v.) had no effect on 
f enf luramine-induced twitches. It is concluded that (1) activation of 
5-HT receptors or . . alpha . 1-adrenoceptors in the brain of 
urethane-anesthetized rats evokes twitches of the anterior digastricus 
muscle, and (2) this prepn. can be utilized as a test to study the action 
of compds . on central 5-HT and adrenergic systems. 
CC 1-1 (Pharmacology) 



